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from CD200Fc-treated mice contained less anti-collagen IgG (approximately 
50% reduction}, with relatively more IgG2b and IgG3 , and lower levels of 
TNFalpha and I FN- gamma, than control mice. These data indicate that this 
imnumoadhesin may have a potent role to play in the regulation of 
autoimmune disorders. 
(c)2001 Elsevier Science. 
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Promising developments bringing prion diseases closer 
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A review. Prion diseases are fatal, infectious, neurodegenerative 
disorders, and there are no available therapeutic or prophylactic 
regimens. The potential of immune system components in combating 
peripheral prion infection has long been underestimated, but recent 
studies have suggested that such mols. could be effective. For example, 
promising results have been reported from a passive vaccination study in 
prion-inf ected mice. In addn . , elegant transgenic mouse studies have 
shown the inhibitory effect on prion propagation of a sol. IgG^like 
dimeric prion protein. This type of mol . might represent a new class of 
anti-prion compds . 
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A review with 50 ref s . A major obstacle facing the development of 
bispecific antibodies as therapeutics has been the formidable task of 
producing these complex mols. in sufficient quantity and purity for clin. 
trials. These prodn. difficulties have been largely overcome with the 
advent of efficient methods for the secretion of designer bispecific 
antibody fragments such as diabodies and mini-antibodies from Escherichia 
coli. In contrast, the creation of bispecific IgG by the coexpression 
of two different IgG is highly inefficient due to unwanted pairings of 
the component heavy and light chains. A robust technol . for the creation 
of bispecific IgG has recently been developed that virtually precludes 
IgG contaminants, as reviewed , here . This technol. is anticipated to 
spur the clin, development of bispecific IgG and other bifunctional 
Fc-contg. mols. such as ant ibody/immunoadhesin hybrids and bispecific 
immunoadhesins . 
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AB A review with 81 refs. Discussed are: IgE structure; FceRI 

structure; regulation of IgE levels and FceRI expression; sol. 
receptor fragments; sol. FceRloe-IgG "immunoadhesin" ; 

structure-based design of inhibitors; and summary and future prospects. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND IALL FORMATS* 
The prototypic immunoadhesin is an antibody-like molecule that fuses 
the Fc region of an immunoglobulin and the ligand-binding region of a 
receptor or adhesion molecule. In this article, we review some important 
structural and functional principles of immunoadhesins. In addition, we 
highlight some unique advantages of immunoadhesins as experimental tools 
in biology, as well as some of their exciting potential applications in 
medicine . 
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is the specific binding of gpl20, the envelope glycoprotein of HIV, to its 
cellular receptor, CD4 (see ref . 1 for review) . To inhibit this 
interaction, soluble CD4 analogues that compete for gpl20 binding and 
block HIV infection in vitro have been developed 2-8. To determine 
whether these analogues can protect an uninfected individual from 
challenge with HIV, we used the chimpanzee model system of cell-free HIV 
infection. Chimpanzees are readily infected with the IIIB strain of HIV-1, 
becoming viraemic within about 4-6 weeks of challenge, although they do 
not develop the profound CD4 + T-cell depletion and immunodeficiency 
characteristic of HIV infection in humans 9. CD4 immunoadhesin 

(CD4-IgG) , a chimaeric molecule consisting of the N-terminal two 
immunoglobulin- like regions of CD4 joined to the Fc region of human IgGl 

(refs 8, 10} , was selected as the CD4 analogue for testing because it has 
a longer half-life than CD4 , contributed by the IgG Fc portion of the 
molecule. In humans, this difference results in a 25-fold increased 
concentration of CD4-IgG in the blood compared with recombinant CD4 

(ref. 11) . Here we report that pretreatment with CD4-IgG can prevent the 
infection of chimpanzees with HIV-1. The need for a preventative agent is 
particularly acute in perinatal HIV transmission. As recombinant 
CD4-IgG, like the parent IgG molecule, efficiently crosses the primate 
placenta 10, it may be possible to set up an immune state in a fetus 
before HIV transfer occurs, thus preventing infection. 
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